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Prevalence of HER2-low Breast Cancer
(IHC 1+/2+, FISH negative)

HER2 IHC examples

HR+ Disease TNBC
N=2,485 N=620

IHC +2
8%
3 , IHC O IHC +1
R g L 37%
HER2-ow | 26% HCO
B i IHC +1 66%
46%
IHCO ®IHC+1 MIHC+2 IHCO ™ IHC+1 mIHC+2
HER2-
63% HER2 Low 34% HER2 Low

Schettini. ESMO Breast Cancer Virtual Meeting 2020. Abstr 23P. Slide courtesy of Aleix Prat.




Evolution of HER2-low Between Primary and Metastatic

Breast Cancer

All cases
HER2-low HER2-low = 44% of pts with HER2-zero primary cancer
(or HER2+) } .
B were HER2-low (or HER2+) in metastatic bx
.- e
- = 54% of ER+ pts and 31% of TN pts
e
R became HER2-low
HER2-zero = HER2-zero
= 22% of pts with HER2-low primary cancer
| | i | | were HER2-zero in metastatic bx
HER2 status K=0.33 HER2 status on
on primary matched biopsy
tumor
Only ER+ tumors Only TNBC
HER2-low :LER:E':; ) - _ﬁ»/‘_,.»""//‘._ n or HE-R;:V
R— = /
o primary o ot et ‘iEnR;f,':a',ufl oo g Tarantino et al. European Journal of Cancer (2022) 163:35.



Does HER2-low breast cancer have
clinical significance?

 Does HER2 low expression predict sensitivity to HER2-therapy?



B-47: Adjuvant Trastuzumab in Patients with
HERZ2 low Breast Cancer

High Risk Primary Breast Cancer
IHC 1+ or 2+ for HER2
FISH Negative
(and HER2 copy number<4)

N=3260

Randomization

/\

Anthracycline/taxane
chemotherapy

Anthracycline/taxane
chemotherapy
+Trastuzumab x 1 yr




San Antonio Breast Cancer Symposium, December 5-9, 2017

B-47: Invasive Disease-Free Survival

100 ~—-—-cceo o ____
S 80 -
L
HR 0.98 (95% Cl1 0.77-1.26) P=0.90
S 60 - (95% )
o
g 40 - Treatment N Events 5 vyear EFS
E ChemoRx 1603 134 89.2%
|— — ChemoRx+Trast 1599 130 89.6%
o 20
0 [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ |
| 0 6 12 18 24 30 36 42 48 54 60
No. at Risk Time Since Randomization (months)
ChemoRx 1603 1558 1423 1003 595 140
ChemoRx+Trast 599 1528 1403 1009 591 117

This presentation is the intellectual property of the presenter. Contact them at Lou.Fehrenbacher@kp.org for permission to reprint and/or distribute
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Does HER2-low breast cancer have
clinical significance?

 Does HER2 low expression predict sensitivity to HER2-therapy?
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Trastuzumab deruxtecan:
a 2nd generation HER2-targeted ADC

Trastuzumab T-DXd1-42 ADC Attributes T-DM13-5 Trastuzu!n ab
deruxtecan emtansine

(T'DXd)1 Topci)gsr:)ig;teorfse | Payload MoA Anti-microtubule (T'DN” )5

& ~8:1 Drug-to-antibody ratio ~3.5:1 \ /
v Tumor-selective cleavable No
s linker?
Evidence of bystander
Yes anti-tumor effect? No

Adapted from J Cortes et al, ESMO 2021
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Change in Tumor

Effect of trastuzumab deruxtecan in heavily pretreated*
HER2-low metastatic breast cancer

Similar Benefit for HER2 2+ and 1+
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ORR=37% ORR=35.7% ORR=38.5%

— *median of 7.5 prior regimens
mPFS=11.1 mo P g Modi S et al, JCO 2020
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DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for HER2-low mBC
An open-label, multicenter study (NCT03734029)

T-DXd
Patients? 5.4 mg/kg Q3W
« HER2-low (IHC 1+ vs IHC (n = 373)
2+/ISH-), unresectable,
and/or mBC treated with 1-2

prior lines of chemotherapy in
the metastatic setting

Primary endpoint
* PFS by BICR (HR+)

Key secondary
endpointsd

« PFS by BICR (all patients)
« OS (HR+ and all patients

TPC
. . Capecitabine, eribulin,
HR+ disease considered germcitabine,

endocrine refractory paglai::a;ﬁ:kel]?b-

Stratification factors
+ Centrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH-)

* 1 vs 2 prior lines of chemotherapy
* HR+ (with vs without prior treatment with CDK4/6 inhibitor) vs HR-

BICR, blinded independent central review; CDK, cyclin-dependent kinase; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall
survival; PFS, progression-free survival; Q3W, every three weeks; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

alf patients had HR+ mBC, prior endocrine therapy was required. PPerformed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system. cTPC was
administered accordingly to the label. ¢Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint.

2022 AS CO PRESENTED BY: Content of this presentation is the property of the AS‘ O émf&t%iocgﬁgg?
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PFS in HR+ and All Patients

Progression-Free Survival Probability (%)

No. at Risk

1007

Hormone receptor-positive

Hazard ratio:

0.51
95% Cl, 0.40-0.64
P <0.0001

T-DXd
mPFS: 10.1

T-DXd (n=331):
TPC (n=163):

2 3 4 5 6 7 8 9

Months

331 324 290 265 262 248 218 198 182 165 142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1
163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0

PFS by blinded independent central review.

HR, hormone receptor; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Progression-Free Survival Probability (%)

No. at Risk

T-DXd (n=373):
TPC (n=184):

1007

All patients

Hazard ratio:

0.50
95% Cl, 0.40-0.63
P <0.0001

T-DXd
mPFS: 9.9 mo

2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

373 365 325 295 290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4
184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

1 1 0
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OS in HR+ and All Patients

1007

Overall Survival Probability (%)

o

No. at Risk

T-DXd (n-331):
TPC (n=163):

Hormone receptor-positive

Hazard ratio:

0.64
95% Cl, 0.48-0.86
P =0.0028

T-DXd
mOS: 23.9 mo

mOS: 17.5
mo

0 1
Months

331 325 323319 314 309 303 293 285 280 268 260 250228 199 190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1
163 151 145143 139135130124115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0

HR, hormone receptor; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

2 3 45 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

0

1007

Overall Survival Probability (%)

No. at Risk

T-DXd
(n=373):
TP

(n=184):

All patients

Hazard ratio:

0.64
95% Cl, 0.49-0.84
P =0.0010

T-DXd
mOS: 23.4 mo

mOS: 16.8
mo

LI B B B
01 23 456 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

373 366 363357 351 344 338 326 315 309 296 287 276 254 223214188158 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
184171 165161157 153 146 138 128120114108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0
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PFS and OS in HR- (Exploratory Endpoints)

1007

807

Progression-Free Survival Probability (%)

No. at Risk

T-DXd (n=40):
TPC (n=18):

Hazard ratio:

0.46
95% Cl, 0.24-0.89

T-DXd
mPFS: 8.5 mo

Hormone recept

Overall Survival Probability (%)

40 39 33 29 28 25 21 20 19

18 177 11 7 6 4 3 3 2

or-negative

1007 ~

807

mOS: 8.3 mo

Hazard ratio:

0.48
95% Cl, 0.24-0.95

T-DXd
mOS: 18.2 mo

9 10 11 12 13 14 15 16 17 18 19 20
Months

18 13 13 11 11 10 8 7 5 5 4 4

2 2 2 2 2 1 1 11 1 10

207 b———r
|
|
|
07 !
T rrrora | BN B RN BN BN EEE BN N R EE B B RN R RIS R R S EE R RN EE R R B R R R
21 22 23 24 25 26 27 28 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
. Months
No. at Risk
4 4 3 1 0 T-DXd (n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 9 9 8 7 7 6 6 5 4 4
TPC (n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

HR, hormone receptor; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
For efficacy in the hormone receptor negative cohort, hormone receptor status is based on data from the electronic data capture corrected for mis-stratification.
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Confirmed ORR

Confirmed Objective Response Rate

Hormone receptor-positive | Hormone receptor-negative

60 52.6%? | 50.0%
50 . : T Y- Partial Response
4 |

30
20 - *° 16.3% 475 16.7%

10 - a8 56|

0 ] | 15.7 e

Bl Complete Response

Percent

] 11.1 —

TPC (n = 166) T'D’ig)(" = TPC (n = 18)

Progressive Disease, % 7.8 211 I 12.5 33.3
Not Evaluable, % 4.2 12.7 | 7.5 5.6
Clinical Benefit Rate®, % 71.2 34.3 I 62.5 27.8
Duration of Response, months 10.7 6.8 I 8.6 4.9

Hormone receptor status is based on data from the electronic data capture corrected for mis-stratification.
ORR, objective response rate; T-DXd, trastuzumab deruxtecan; TPC, treatment with physician’s choice.

aThe response of one patient was not confirmed. *Clinical benefit rate is defined as the sum of complete response rate, partial response rate, and more than 6 months’ stable disease rate, based on blinded central independent review.
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Drug-Related TEAEs in 220% of Patients (Safety Analysis Set)

Nausea
; [ T-DXd, Any Grade

Fatigue2

: [l T-DXd, Grade 23

Alopecia | TPC, Any Grade

Vomiti B TPC, Grade 23

omiting
Neutropenial
Anemiac

Decreased appetite

Thrombocytopeniad

Transaminases increasede
Leukopeniaf

Diarrhea

Constipation

| | | I I | I I |
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-related TEAE (%)

T-DXd. trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment with physician's choice.

This category includes the preferred terms fatigue. asthenis, and malsise. Ej[mg category includes the preferred terms neutrophil count decreased and neutropenia. This category includes the preferred terms hemoglobin decreased, red-cell count
decreased, snemisa, and hematocrit decreased. mli category includes the preferred terms platelet count decreased and thrombocytopenia. £This category includes the preferred terms fransaminases increased, aspartate aminotransferase increased.
alanine aminotransferase increased, gemma-glutamyltransferase increasead, liver function test abnormal, hepatic function abnormal. U’m category includes the preferred terms white-cell count decreased and leukopenis.
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Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis?
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

T-DXd (n = 371) 13 (3.5) 24 (6.5) 5(1.3) 0 3 (0.8) 45 (12.1)
TPC (n = 172) 1(0.6) 0 0 0 0 1(0.6)

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment with physician’s choice.
aMedian time to onset of ILD/pneumonitis for patients with T-DXd was 129.0 days (range, 26-710). bLeft ventricular dysfunction was reported in a total of 17 (4.6%) patients in the T-DXd arm. One patient initially experienced ejection fraction decrease, then
later developed cardiac failure. <Both patients with cardiac failure were reported to have recovered.
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Approach to Therapy for Metastatic Hormone Receptor
Positive Breast Cancer

1st Line

Endocrine therapy + CDK46 inhibitor

2nd Line

Endocrine therapy alone or with everolimus/alpelisib

3rd Line Single agent chemotherapy (e.g capecitabine)

ST m

Chemotherapy or
Trastuzumab deruxtecan ) py.
? sacituzumab govitecan

4th Line

5th Line+

Chemotherapy or
? sacituzumab govitecan Chemotherapy



CNS Disease is Frequent in HER2+ MBC

e 30-50% incidence—risk continues over time

FEER]

</=1yr 1-2 yr 2-3 yr > 3yr

12

10

o N b O ©®

Of N=64 patients alive >3 yrs from HER2+ MBC diagnosis, the number of patients who
developed new brain metastases in each time interval

Olson et al, under review; Brufsky et al, CCR 2011; Lin et al, JCO 2008; Lin et al, CCR 2009; Boccardo et al, ASCO 2008;
Sutherland et al, Br J Ca 2010; Metro et al, Ann Oncol 2011; Lin et al J Neurooncol 2011; Bachelot et al, ASCO 2011



Management options for HER2+ CNS disease

* Radiation is typically first line modality for HER2+ brain mets
— SRS preferred

* Only for limited number of lesions
— Whole brain RT effective but goal to delay as long as possible to
minimize cognitive toxicity
e Surgery occasionally used
— Solitary lesions
— Large, highly symptomatic lesions
— When diagnhosis unclear



Tucatinib — A Potent & Selective HER2 Inhibitor

Selective small molecular tyrosine kinase inhibitor with nanomolar potency

HERZ2 selectivity leads to decreased potential for EGFR-related toxicities
compared to dual inhibitors

Phase 1 single agent data had no treatment-related g3 diarrhea in heavily
pretreated patients

Penetrates CNS very well

Lapatinib 49 31
Neratinib 7 8
Tucatinib 8 >10,000

Moulder et al. AACR-NCI-EORTC 2011; Koch et al. AACR 2011 Slide adapted from S Tolaney ASCO 2018
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HER2CLIMB Trial Design

 er e o Tucatinib + Trastuzumab + Capecitabine
Key Eligibility Criteria (21-day cycle)

« HER2+ metastatic breast cancer
* Prior treatment with trastuzumab,

pertuzumab, and T-DM1 :
. ECOG performance status 0 or 1 Trastuzumab 6 mg/kg Q3W Srloadlng dose 8 mg/kg C1D1)
« Brain MRI at baseline Capecitabine 1000 mg/m? PO BID (Days 1-14)
* Previously treated stable brain
metastases

» Untreated brain metastases not
needing immediate local therapy

* Previously treated progressing brain Placebo
metastases not needing immediate +
local therapy Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)

* No evidence of brain metastases +
Capecitabine 1000 mg/m? PO BID (Days 1-14)

*Stratification factors: presence of brain metastases https://clinicaltrials.gov/ct2/show/NCT02614794
(yes/no), ECOG status (0 or 1), and region (US or
Canada or rest of world)

Tucatinib 300 mg PO BID
+

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

This presentation is the intellectual property of the author/presenter. Contact them at rmurthy1@mdanderson.org for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Overall Survival in the Total Study Population

10 - Events HR
N=612 (95% CI) P Value
08 TUC+Tras+Cape | 130/410 0.66 0.00480
s . Pbo+Tras+Cape = 85202 | (0-30:0.88)
‘_§ 0.6 - . .
‘S . Ved Risk of death was reduced by 34% in the
5:) | ecan total population
T 047 | : Two-year OS (95% CI):
) : : -
3 : N TUC+Tras+Cape Pbo+Tras+Cape
0.2 - ! :27%) 45% 27%
E i (37, 53) (16, 39)
oo | | Median OS (95% Cl):
0O 3 6 9 12 15 18 21 24 27 30 33 36 21.9 months 17.4 months
Months since Randomization (18.3, 31.0) (13.6, 19.9)
No. at Risk
;EOC:TTr;ass:cCaappee ;(1)2 ?Z? ?25 f;‘g 17778 14283 22 ?; 374 25? 120 : 8 Prespecified efficacy boundary for OS (P=0.0074)

was met at the first interim analysis.
Data cut off: Sep 4, 2019

This presentation is the intellectual property of the author/presenter. Contact them at rmurthyi@mdanderson.orqg for permission to reprint and/or distribute.
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OS Benefit in Patients with Active Brain Metastases

Events i Risk of death was reduced by
N=174 | (95%Cl) | P Value 51% in patients with active
1.04 TUC+TraS+Cape 39/118 0.49 0.004 brain metastases
Pbo+Tras+Cape | 30/56 (0.30, 0.80)
%* 0.8+ 71.7% One-year 0OS (95% Cl):
§ TUC+Tras+Cape Pbo+Tras+Cape
& e _ 71.7% 41.1%
g =i edian (61.4, 79.7) (25.5, 56.1)
S kAol
@ 04 Median 0S (95% Cl):
©
g - 20.7 months 11.6 months
(15.1, NE) (10.5, 13.8)
0.0 : : : : : : NE: not estimable
0 3 6 27 30 33 36
Months since Randomization
No. at Risk

TUC+Tras+Cape 118 111 89 66 51 33 19 11 10 6 5 2 0
Pbo+Tras+Cape 56 54 39 29 12 8 6 2 0 0 0 0 0

HR: hazard ratio computed from Cox proportional hazards model using stratification factors (ECOG performance status: 0/1, and Region of world:
North America/Rest of World) at randomization. All P values are nominal.
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Intracranial Response Rate (ORR-IC) in Patients with Active Brain
Metastases and Measurable Intracranial Lesions at Baseline

Confirmed Objective Response TUC+Tras+Cape | Pbo+Tras+Cape
Rate (RECIST 1.1) (N=55) (N=20)

Best Overall Intracranial Response?, n (%)

P=0.03*
Complete Response (CR) 345 5) 1(5.0)
Partial Response (PR) 23 (41.8) 31(15:0)

__ 807 47% _

3] (33.7,61.2) Stable Disease (SD) 24 (43.6) 16 (80.0)

X

n 60+ 20% Progressive Disease (PD) 2 (3.6) 0

3 (5.7, 43.7)

X 404 Not AvailableP 3 (5.5) 0

o ; : T

£ Subjects with Objective Response of 26 4

g 20+ Confirmed CR or PR, n
Duration of Intracranial Response

- 6.8 (5.5, 16.4 3.0(3.0,10.3
0 S— S (DOR-IC)® (95% Cl)f, months ( ) ( )
hiTastoape oFiastCape (a) Confirmed Best overall response assessed per RECIST 1.1. (b) Subjects with no post-baseline response assessments. (c) Two-
N=55 N=20 sided 95% exact confidence interval, computed using the Clopper-Pearsonmethod (1934). (d Cochran-Mantel-Haenszel test
controlling for stratification factors (ECOG performance status: 0/1, and Region of world: North America/Rest of World) at
randomization. (e) As estimated using Kaplan-Meier methods. (f) Calculated using the complementary log-log transformation
*Stratified Cochran-Mantel-Haenszel P value method (Collett, 1994).
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Most Common Adverse Events (220% in the Tucatinib Arm)

100 ~
90 -
80 -
70 -
60
50 4
40
30
20
10

Grade Grade Grade
1 2 23

TUC + Tras + Cape B B
Pbo + Tras + Cape B B

Frequency

PPE: palmar-plantar erythrodysesthesia, AST: aspartate transaminase, ALT: alanine transaminase

This presentation is the intellectual property of the author/presenter. Contact them at rmurthy1@mdanderson.org for permission to reprint and/or distribute.
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Unanswered questions in HER2+ MBC

* Does trastuzumab deruxtecan have activity in HER2+
brain metastases?
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Intracranial Response per BICR using RECIST 1.1

San Antonio Breast Cancer Symposium®, December 7-10, 2021

T-DXd (n = 21)

T-DM1 (n = 23)

100 -
) 80
c

= 60
)

% 40

m 20
=

0 —
o
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7,

’q-, -40

e
GEJ -60
© -80 7

0 100+

(5™
o
£ 100
= A

D 80
= 60
()] m
? 40
5 20

o O

2 207
W 404
(¢}]

Mm 60

-80
-100 -

Best Overall Response, n (%)

CR 10 (27.8) 1(2.8)
PR 13 (36.1) 11 (30.6)
Non-CR/Non-PD 6 (16.7) 7(19.4)
SD 4 (11.1) 7(19.4)
PD 1(2.8) 8 (22.2)
Not Evaluable 0 1(2.8)
Missing 2 (5.6) 1(2.8)
Subjects with Obijective 23 12

Response of CR or PR, n

CR, complete response; DCR, disease control rate; mDOR, median duration of response; PD, progressive disease; PR,
partial response; SD, stable disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
Table includes target and non-target lesions. Only patients with target lesion assessments are eligible for inclusion in

waterfall.

Red line at 20% indicates progressive disease; black line at -30% indicates partial response.

aDenominator for percentages is the number of subjects in the full analysis set with brain metastases tumor assessment

This presentation is the intellectual property of the author/presenter. Contact them at Shurvitz@mednet@ucla.edu for permission to reprint
and/or distribute.
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Trastuzumab Deruxtecan in patients with
progressive brain metastases

* Tuxedo study

— Newly diagnosed HER2+ BM or progression after prior local therapy
— Interim results: Intracranial response (RANO BM) in 5 of 6 pts (83.3%)

. DEBBRAH study

— HER2+ or HER2 low with progression after local therapy
— Interim results: Intracranial response (RANO BM) in 4 of 9 pts (44.4%)

« Case series
— Newly diagnosed HER2+ BM or progression after prior local therapy

— CNS objective response in 7 of 10 pts (70%) Bartsch et al, ESMO 2021,
Vaz Batista et al, SABCS 2021

Kabraji et al, SABCS 2021



What if the patient did not have brain mets?



Approach to Therapy for Metastatic HER2+ disease

1st Line

Taxane + trastuzumab + pertuzumab

No or stable CNS disease Progressive CNS disease
Trastuzumab deruxtecan ez
Trastuzumab/capecitabine

: Tucatinib
3rd Line or T-DM1 Trastuzumab deruxtecan
Tras/cape
¥ \4
Trastuzumab+ chemotherapy
or

2nd Line

5th Line+

Margetuximab+ chemotherapy (if low affinity FcR genotype)

Adapted from Modi et al, ESMO 2021



Summary

 HER2low breast cancer is common and represents ~50-55% of all breast cancer

* DB-04 study shows T-DXd offers significantly improved efficacy compared to
chemotherapy in patients with 2"9-3" |ine HER2low MBC

* FDA approved for HER2 low MBC after 1 prior chemotherapy

* ILD is potential risk that requires monitoring

* Benefit likely not related to HER2 inhibition, but rather due to the delivery of the
cytotoxic payload

 HER2-low status can be acquired in MBC, so critical to bx pts in metastatic setting to
assess HER2 expression



Summary

* CNS disease is common in patients with HER2+ MBC

» Systemic therapy with tucatinib/capecitabine/trastuzumab has clearly demonstrated
efficacy in pts with progressive brain mets

» Systemic therapy may be considered with goal to delay use of whole brain RT

* In small studies, trastuzumab deruxtecan appears to have efficacy in progressive
brain mets and more research is needed to confirm its role in this population



Targeting HER2 in Breast Cancer

Receptor-specific ligands
® Pertuzumab Drug payload

«

T-DM1,
Trastuzumab deruxtecan

Antibody-drug

conjugate Plasma

HER4 - HER3 HER?2 / membrane
.....%......... P CoPLAEDID QeSO CBTRIDAGPHIOCETSCTRO2TODRDCCDO

.0..&“...0..0 208CCOORCOIERODOOS GeOIRSC20CRIVHOPOBCRCRIVLOICOOROBOER

e . DR . Lysosome
Tucatinib — HER2 / )
Lapatinib — HER2, HER3 T3 @
Neratinib — HER2, HER3, HER4 !-*'g /
,J
Drug payload

release

Panoply of HE Targeted Agents
Transcnpuon

'\ Nucleus Proliferation

e Survival

Tesch ME, Gelmon KA. Drugs 2020;80(17):1811-30.
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First- and Second-Line Treatments for HER2-Positive Metastatic
Breast Cancer (mB(C)

HER2-positive stage IV
breast cancer

I
v v

First-line treatment Second-line treatment
| |
g ! v v
| HR positive | | HR negative | Active brain 0":2}:3";“8:;?”
1 I metastases metastases
v v v v I
Chemotherapy Chemotherapy Chemotherapy Chemotherapy v v
contraindicated indicated contraindicated indicated Local therapy L
indicated Local therapy not indicated
[
A4 A v v v v l v
Trastuzumab/ 1-10 BMs, >10 BMs,
pertuzumab (+oral favourable unfavourable
Trastuzumab (+ Docetaxel [or cyclophosphamide) Docetaxel [or paclitaxel] prognostic factors prognostic factors
pertuzumab) + ET paclitaxel] + until progression N tfaf}gvzyvma't)!' ini
trastuzumab/ pertuzumab 6 cycles Tucatinib/ Trastuzumab
pertuzumab 26 cycles, capecitabine/ deruxtecan
followed by followed by A 4 4 trastuzumab
trastuzumab/ pertuzum;b/ ) or
pertu zumab/f:‘f until trastruoztr:sagol:]nh Surgery SRT Trastuzumab
progression prog For 1-4 BMs deruxtecan
l For 5-10 BMs
A
SRT
WBRT

Gion M et al. Am Soc Clin Oncol Educ Book 2022;(42):1-11.
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Third-Line Treatment and Beyond for HER2-Positive mBC

HER2-positive stage IV
breast cancer

Third-line treatment
and beyond
Active brain No, unknowr\ or
stable brain
metastases
metastases

I
l l v

Local intervention Local intervention not
indicatedf indicated Tucatinib/ capecitabine/ trastuzumab
I Or
v L 4
Trastuzumab deruxtecan Or
1-10 BMs, favourable >10 BMs, unfavourable v
. . T-DM1
prognostic factors prognostic factors
Tucatinib/ capecitabine/
trastuzumab
A A y A 4
Surgery SRT .
For 1-4 BMs WBRT Lapatinib/trastuzumab
For 5-10 BMs Trastuzumab deruxtecan N Trastuzumab/ Chemotherapy
Margetuximab/ Chemotherapy
! Neratinib/Chemotherapy
SRT

Gion M et al. Am Soc Clin Oncol Educ Book 2022;(42):1-11. B
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Tucatinib versus placebo added to trastuzumab and capecitabine for

patients with pretreated HER2 + metastatic breast cancer with and without
brain metastases (HER2CLIMB): final overall survival analysis

G. Curigliano®’, V. Mueller?, V. Borges’, E. Hamilton®, S. Hurvitz’, S. Loi°, R. Murthy’, A. Okines®, E. Paplomata®’,

D. Cameron'’, L. A. Carey"’, K. Gelmon'?, G. N. Hortobagyi’, I. Krop™®, S. Loibl**, M. Pegram™, D. Slamon®, J. Ramos'®,
W. Feng'® & E. Winer"

Ann Oncol 2022 March;33(3):321-9.
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HER2CLIMB: Final Overall Survival (OS) Analysis

1 year 2 year HR Median OS
| | Events/total (95% CI) Pvalue (95% ClI)
0 759, ] combination 0.73 months
° | Placebo ja7p0p  (059090) 0004 495 154.01.4)
| combination months
[
= [
65
Placebo

combination

Tucatinib
combination

Patients at risk

Tucatinib
combination
Placebo
combination

Curigliano G et al. Ann Oncol 2022 March;33(3):321-9.

202

15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)

w
D
©
—
\V)

387 35 325 295 268 241 214 153 122 81 56 38 24 19 11 B 2 0

191 174 156 129 114 103 87 63 47 28 21 14 8 4 3 2 0 0
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HER2CLIMB: Forest Plot of Overall Survival

Subgroups Event/N HR (95% CI)
All patients 370/612 (g 0.73 (0.59-0.90)
Age

>65 years 76/116 0.64 (0.38-1.06)

<65 years 294/496 0.76 (0.60-0.96)
Race

White 268/444 0.75 (0.58-0.96)

Non-White 102/168 — - 0.57 (0.37-0.89)
Hormone receptor status

Positive 226/370 0.81 (0.61-1.06)

—Not positive 144/242 = 0.61(043:087)

Baseline brain metastases

Yes 189/291 F 4 0.60 (0.44-0.81)

No 180/319 FH 0.85 (0.63-1.16)

~ ECOG performance status

0 155/298 o | 0.60 (0.43-0.83)

1 215/314 FH 0.85 (0.64-1.13)
Region

North America 240/369 - 0.78 (0.60-1.02)

Rest of world 130/243 4 0.63 (0.44-0.91)

| LA A A A % LR REA | LR SR TR B AR
0.01 0.1 1 10 100
) Favors tucatinib Favors placebo f RTP

RESEARCH

Curigliano G et al. Ann Oncol 2022 March;33(3):321-9. e



HER2CLIMB: Adverse Events

Tucatinib combination (N = 404)

Placebo combination (N = 197)

Curigliano G et al. Ann Oncol 2022 March;33(3):321-9.

n (%) n (%)

Niaves e Any grade Grade >3 Any grade Grade >3
Any adverse event 401 (99.3) 245 (60.6) 191 (97.0) 1 OIN(5173)
Diarrhea 331 (81.9) 53 (131} 106 (53.8) 17 (8.6)
Palmar-plantar erythrodysesthesia syndrome 264 (65.3) 57 (14.1) 105 (53.3) 18 (9.1)
Nausea 243 (60.1) 16 (4.0) 88 (44.7) 7 (3.6)
Fatigue 193 (47.8) 22 (5.4) 87 (44.2) 8 (4.1)
Vomiting 152 (37.6) 13 (3.2) 51 (25.9) 8 (4.1)

Decreased appetite 105 (26.0) 057) 41 (20.8) 0

Stomatitis 105 (26.0) 10 (2.5) 28 (14.2) 1 (0.5)
Headache 96 (23.8) 3 (0.7) 40 (20.3) 3(1.5)
Aspartate aminotransferase increased 89 (22.0) 19 (4.7) 22 (11.2) 1 (0.5)
Anemia 88 (21.8) 17 (4.2) 24%(12:7) SH 2 5)
Alanine aminotransferase increased 85 (21.0) 23 (5.7) 13 (6.6) 1 (0.5)
Blood bilirubin increased 81 (20.0) 4 (1.0) 21 (10.7) 51(2.5)
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Trastuzumab Deruxtecan Significantly Delayed Disease Progression
in Comparison to Physician’s Choice of Treatment for HER2-Positive

Metastatic Breast Cancer in the DESTINY-Breast02 Phase lll Trial
Press Release — August 15, 2022

“Positive high-level results from the DESTINY-Breast02 Phase Il trial of trastuzumab deruxtecan versus
physician’s choice of treatment showed the trial met the primary endpoint, demonstrating a
statistically significant and clinically meaningful improvement in progression-free survival in patients
with HER2-positive unresectable and/or metastatic breast cancer previously treated with trastuzumab
emtansine. The trial also met the key secondary endpoint of improved overall survival.

The trial evaluated a similar later-line patient population as the single-arm DESTINY-BreastO1 Phase |l
trial, which was the basis for initial approvals in advanced HER2-positive metastatic breast cancer. The
safety profile of trastuzumab deruxtecan in DESTINY-Breast02 was consistent with previous Phase |l
clinical trials with no new safety concerns identified. Interstitial lung disease (ILD) rates and severity
were consistent with those observed in other metastatic breast cancer trials of trastuzumab
deruxtecan, with a low rate of Grade 5 ILD events observed as determined by an independent
adjudication committee.”

'RESEARCH |
TO PRACTICE

https://www.astrazeneca.com/media-centre/press-releases/2022/enhertu-improved-pfs-in-mbc-in-destiny-breast02.html



Fam-Trastuzumab Deruxtecan-nxki Approved in the United States
for HER2-Positive Metastatic Breast Cancer Treated with a Prior

Anti-HER2 Regimen
Press Release — May 5, 2022

“Fam-trastuzumab deruxtecan-nxki has been approved in the US for the treatment of adult patients with
unresectable or metastatic HER2-positive breast cancer who have received a prior anti-HER2-based
regimen either in the metastatic setting, or in the neoadjuvant or adjuvant setting and have developed
disease recurrence during or within six months of completing therapy.

The approval by the Food and Drug Administration (FDA) was based on positive results from the DESTINY-
Breast03 Phase lll trial that showed fam-trastuzumab deruxtecan-nxki reduced the risk of disease
progression or death by 72% versus trastuzumab emtansine (T-DM1) (hazard ratio [HR] 0.28; 95%
confidence interval [Cl]: 0.22-0.37; p<0.0001) in patients with HER2-positive unresectable and/or
metastatic breast cancer previously treated with trastuzumab and a taxane.

The approval was granted under the FDA’s Real-Time Oncology Review (RTOR) program and converts the
accelerated approval of fam-trastuzumab deruxtecan-nxki in later line HER2-positive metastatic breast
cancer to standard approval, broadening fam-trastuzumab deruxtecan-nxki’s breast cancer indication in
the US to earlier lines of use in patients with HER2-positive metastatic breast cancer.”

https://finance.yahoo.com/news/enhertu-fam-trastuzumab-deruxtecan-nxki-110000498.html
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N Engl J Med 2022 March 24;386(12):1143-54.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘|

Trastuzumab Deruxtecan versus
Trastuzumab Emtansine for Breast Cancer

J. Cortés, S.-B. Kim, W.-P. Chung, S.-A. Im, Y.H. Park, R. Hegg, M.H. Kim,
L.-M. Tseng, V. Petry, C.-F. Chung, H. lwata, E. Hamilton, G. Curigliano, B. Xu,
C.-S. Huang, J.H. Kim, J.W.Y. Chiu, J.L. Pedrini, C. Lee, Y. Liu, J. Cathcart, E. Bako,
S. Verma, and S.A. Hurvitz, for the DESTINY-Breast03 Trial Investigatiors*
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DESTINY-Breast03: Progression-Free Survival

100~
90
80+ Median 12-Mo
" Progression-free Progression-free
‘qé; 704 Survival Survival
E 60 Trastuzumab deruxtecan (N=261) (95% Cl) (95% Cl)
s l\_ mo %
& 50 Trastuzumab NR (18.5-NE)  75.8 (69.8-80.7)
s Deruxtecan
q:, 40 L™ Trastuzumab 6.8 (5.6-8.2) 34.1 (27.7-40.5)
S 10 ‘.l\—ﬂ-u._._ Emtansine
K -
e ———
20+ Trastuzumab emtansine (N=263) Hazard ratio for disease progression
or death, 0.28 (95% Cl, 0.22—0.37)
107 P<0.001
0 T T T T T | T T T T T | | | | 1
0 2 - 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months
No. at Risk
Trastuzumab 261 250 240 214 200 168 150 112 79 53 36 25 10 5 2
deruxtecan
Trastuzumab 263 200 155 108 93 65 51 37 29 21 12 6 1 1 1 1 0
emtansine
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Cortés Jetal. N Engl J Med 2022;386(12):1143-54.



DESTINY-Breast03: First Interim Analysis of Overall Survival

100~
90+
g Trastuzumab deruxtecan (N=261)
< 804 Median
o — — —% Overall 12-Mo Overall
% 70+ Trastuzumab emtansine (N=263) Survival Survival
-; 60— (95% Cl) (95% ClI)
mo %
ﬂ (o]
.§ 50+ Trastuzumab NE (NE-NE) 94.1 (90.3-96.4)
;_6 Deruxtecan
g 40- Trastuzumab NE (NE-NE)  85.9 (80.9-89.7)
P Emtansine
oo 30
s Hazard ratio for death, 0.55
& 20- (95% Cl, 0.36-0.86)
s P=0.007
& 104
0 L [N N B N N R BN RN N NN B R BN EN B N BN N RN RN B RN BN R BN R BN N RN B R R — |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
No. at Risk
Trastuzumab 261 256 254 249 243 237 218 180 133 8 56 42 24 11 762210
deruxtecan
Trastuzumab 263 253 243 236 231 224 188 151 120 75 52 32 18 5 33110
emtansine
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Cortés Jetal. N Engl J Med 2022;386(12):1143-54.



DESTINY-Breast03: Safety Update Overview

n (%)

Patients discontinued from study treatment 141 (54.9) 222 (85.1)
Any grade TEAE 256 (99.6) 249 (95.4)
Grade 23 TEAE 137 (5313) 130 (49.8)
Any grade serious TEAE 54 (21.0) 90 (19.2)
Grade 23 serious TEAE 39 (15.2) 38 (14.6)
TEAE associated with drug discontinuation 38 (14.8) 1947 _3)
TEAE associated with dose reduction 59 (23.0) 36 (13.8)

TEAE = treatment-emergent adverse event

Hamilton E et al. ASCO 2022;Abstract 1000.

Rates of TEAEs (any grade and
grade 23) and serious TEAEs were
similar between the T-DXd and
T-DM1 arms

TEAEs associated with drug
discontinuation occurred in
38 patients (14.8%) in the
T-DXd arm and 19 patients
(7.3%) in the T-DM1 arm
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Trastuzumab-Deruxtecan (T-DXd) in HER2-Positive
Breast Cancer Patients (pts) with Active Brain

Metastases: Primary Outcome Analysis from the
TUXEDO-1 Trial

Bartsch R et al.
ESMO Breast 2022;Abstract 165MO.




TUXEDO-1: Primary Endpoint

Objective Response Rate (RANO-BM criteria)
ORR (intention-to-treat population; n=15): 73.3% (95% CI 48.1-89.1)

- One patient with dural metastases
g 0 =
Q/ L
3 RR (per-protocol-population; n=14): 78.6%
8 25 -
f ....................................... Lh -
8 -50 -
% -75 -
-100 ~

| B D b
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Bartsch R et al. ESMO Breast 2022;Abstract 165MO.



TUXEDO-1: Secondary Endpoints

T 1

1 | 14
U < "_\ 15
Time
Numbers at risk
14 1" 7 1
I T T T

0 5 10 15

v

= PFS: 14 months (95% CI 11.0-n.r.)
* Median follow-up 11 months (range 3 - 17 months)

Bartsch R et al. ESMO Breast 2022;Abstract 165MO.

Clinical Benefit Rate (CR+PR+SD =6 months):

13/15 (86.7%) in the ITT population and 13/14
(92.9%) in the PP population

Median OS not reached

Extracranial Response Rate:
Pts. with extracranial metastases at baseline
(n=13): PR 5/13 (27.8%)

Pts with measurable extracranial disease at
baseline (n=8): PR 5/8 (62.5%)
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Trastuzumab Deruxtecan Granted FDA Approval for HER2-Low

Breast Cancer
Press Release — August 5, 2022

“Today, the US Food and Drug Administration approved fam-trastuzumab-deruxtecan-
nxki, an IV infusion for the treatment of patients with unresectable (unable to be
removed) or metastatic (spread to other parts of the body) HER2-low breast cancer.
This is the first approved therapy targeted to patients with the HER2-low breast cancer
subtype, which is a newly defined subset of HER2-negative breast cancer.

Patients with HER2-low breast cancer are eligible for fam-trastuzumab-deruxtecan-nxki
if they have received a prior chemotherapy in the metastatic setting, or their cancer
returned during, or within 6 months of completing, adjuvant chemotherapy.

This approval is based on DESTINY-Breast04, a randomized, multicenter, open label
clinical trial that enrolled 557 adult patients with unresectable or metastatic HER2-low
breast cancer.”

https://www.fda.gov/news-events/press-announcements/fda-approves-first-targeted-therapy-her2-low-breast-cancer
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fSiﬁﬁ&SS% DESTINY-Breast04

Abstract LBA3

Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with
HER2-low unresectable and/or metastatic breast cancer:

Results of DESTINY-Breast04, a randomized, phase 3 study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA
June 5, 2022

Additional authors. William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, Eriko Tokunaga, Junji Tsurutani,

Naoto Ueno, Yee Soo Chae, Keun Seok Lee, Naoki Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj Gambhire,

Lotus Yung, Gerold Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron
On behalf of the DESTINY-Breast04 investigators

[The NEW ENGLAND JOURNAL of MEDICINE

N Engl J Med 2022;387(1):9-20.

ORIGINAL ARTICLE

Trastuzumab Deruxtecan in Previously
Treated HER2-Low Advanced Breast Cancer

S. Modi, W. Jacot, T. Yamashita, J. Sohn, M. Vidal, E. Tokunaga, J. Tsurutani, N.T. Ueno,
A. Prat, Y.S. Chae, K.S. Lee, N. Niikura, Y.H. Park, B. Xu, X. Wang, M. Gil-Gil, W. L,
J.-Y. Pierga, S.-A. Im, H.C.F. Moore, H.S. Rugo, R. Yerushalmi, F. Zagouri, A. Gombos,
S.-B. Kim, Q. Liy, T. Luo, C. Saura, P. Schmid, T. Sun, D. Gambhire, L. Yung, Y. Wang,
J. Singh, P.Vitazka, G. Meinhardt, N. Harbeck, and D.A. Cameron,
for the DESTINY-Breast04 Trial Investigators*

The NEW ENGLAND JOURNAL of MEDICINE

N Engl J Med 2022;387(1):75-6.

EDITORIALS

DESTINY-Changing Results for Advanced Breast Cancer
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DESTINY-Breast04: PFS for HR-Positive (Primary Endpoint) and
All Patients

Hormone receptor—positive All patients

100 A

. 100 .
7 Hazard ratio: 0.51 Hazard ratio: 0.50
- } 95% Cl, 0.40-0.64 - 95% Cl, 0.40-0.63
< \ P < 0.0001 < P < 0.0001
‘_Eu 80 } é- 80
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o °
. T-DXd a T-DXd
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2 mPFS: 10.1 mo g mPFS: 9.9 mo
@ @
g 40 8
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c c
2 S
: » 5
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. T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
No. at Risk Months No. at Risk Months

T-DXd (n=331): 331324 290 265 262 248 218 198 182 165 142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0  T-DXd(n=373); 373365325295 290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

mPFS = median progression-free survival; TPC = treatment of physician's choice
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Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. e



DESTINY-Breast04: OS for HR-Positive and All Patients

Hormone receptor—positive All patients

Hazard ratio: 0.64 Hazard ratio: 0.64

100 - 100 4 *#
95% CI, 0.48-0.86 Nt 95% Cl, 0.49-0.84
P =0.0028 P =0.0010
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01 23 456 7 8 9 1011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 01 23 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months No. at Risk Months
T-DXd (n=331); 331325323319 314 309 303 293 285 280 268 260 250228 199190 168144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0 T-DXd (n =373): 373 366 363357 351 344 338 326 315 309 296 287 276 254 223214188 158129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
TPC (n=163) 163151 145143139135 130 124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0 TPC (n=184): 184 171165161157 153146 138 128 120114108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

mOS = median overall survival
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DESTINY-Breast04: Confirmed Objective Response Rate

Hormone receptor—positive

| 52.6%2

Hormone receptor—negative

I
I
| 50.0% I Complete Response
| | .
50 ; | 25 Partial Response
40 | |
> I
S
S 30 |
o
5 2 16.3% | 41.5 16.7%
20 0.6 |
10 15.7 I
: 1.1
0 I
T-DXd (n = 333) TPC (n = 166) ! T-DXd (n = 40) TPC (n = 18)
Progressive disease, % 7.8 21.1 i 12.5 33.3
Not evaluable, % 4.2 12.7 I 75 5.6
Clinical benefit rate,” % 71.2 34.3 ! 62.5 27.8
Duration of response, months 10.7 6.8 | 8.6 4.9
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DESTINY-Breast06 Phase Ill Trial Design

Estimated enrollment: N = 850
* Metastatic breast cancer

 HER2-low or negative by local test IHC

Trastuzumab deruxtecan
2+/I1SH- or IHC 1/ISH- or IHC O/ISH- '_>

HER2-low or HER2 IHC >0 <1 by central lab
HR-positive
No prior chemotherapy for advanced or | , Physician’s choice:

metastatic disease . .
Capecitabine or paclitaxel or

nab paclitaxel

PD within 6 months of starting first-line
therapy with ET/CDK4/6 OR PD on at least 2
prior line of ET +/- targeted therapy

Primary endpoint: PFS in HR-positive, HER2-low population

REAkCH
www.clinicaltrials.gov. NCT04494425. Accessed August 2022.



Breast Cancer Agenda

MODULE 1: HER2-Positive and HER2-Low Disease

MODULE 2: ER-Positive, HER2-Negative Disease

MODULE 3: Triple-Negative Disease




(Neo) Adjuvant treatment of HR+ and
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* Treating patients based on an “adaptive” biomarker (Ki-67)

* Key efficacy and safety outcomes observed in the Phase |l
monarchE

* FDA approval of adjuvant abemaciclib with endocrine therapy and
identification of appropriate patients for this strategy



CDK 4/6i: PFS and OS Results from
First Line Metastatic Trials

Therap Population Months Months

Palbo- Phase II 10.2 (L) vs 20.2 (L+P)  33.3 (L) vs 37.5 (P+L) HR=0.813, P
PALOMA 1 1 le (L N
- cidib(p) €0l o ctmen HR=0.49, P=0.0004 - 0.42 05 - NS
Palbo- Phase Il 14.5 (L) vs 24.8 (L+P) 51.2 (L) vs 53.9 (P+L)
PALOMA 2 666 Letrozole (L 0S - NS
- cib (p)  E"0% M posimen HR=0.58, P<0.001 (HR, 0.956, P=0.3378)
Ab Phase Il 14.8 (A) vs 28.2 (ET+ A) 2% Interim Analysis: Final OS dat
ema- o VS o Ina data
MONARCH3  [F-Riies NSA a5€ 54.3 (ET) vs 67.1 (A+ ET) ,
ciclib (A) Postmen HR=0.54, P=0.000002 pending

(HR, 0.784, P=0.0301)*

c68 Ribo-ciclib  Letrozole Phase llI 16.0 (L) vs 25.3 (L+R) HR: 51.4 (L) Vs 63.9 (R+L) (HR=0.76) oS
(R) (L) Postmen 0.568 ) ) o advantage

. o OS at 42 M: 46.0% (RT+Plac) vs
Ribo-ciclib ET (Tam or Phase Il 13.0 (ET+plac) vs 23.8 (R+ET) 70.2% (ET+R) (01
(R) Al) + OFS  Pre & Perimen (HR: 0.55; p<0.0001) o advantage
(HR: 0.71; P=0.00973)

MONALEESA 7 672

Finn. Lancet Oncol 2014

Finn et al. NEJM. 2016;375:1925. .

Goetz. JCO. 2017;35:3638.

Hortobagyi. NEJM. 2016;375:1738

* At 2n interim OS analysis, stopping boundary not crossed. Tripathy. Lancet Oncol. 2018;19:904.



Adjuvant CDK 4/6 Inhibitor Trials

Duration of
CDK
CDK Inhibitor Inhibitor Eligibility IDFS Hazard Ratio
residual disease after 16 wks of HR 0-93: 95% CI. 0.74
Penel 1250 Ibociclib 1 neoadjuvant CT. t01.17;
enelope patbocicll yr. CPS-EG score [] 3 or 2 with o117,
HR 0.96; 95% CI, 0.81
Pallas 5650 palbociclib 2 yrs.. Stage II-llI to 1.14;
P=0.65
>4 ALN or
1-3 ALN and at least 1 below: HR 0.696: 95% ClI
Monarche 5637 abemaciclib 2 yrs. osoem 0.588-0.823
Ki-67>20% P<0.0001
Est: Stage Il (either NO with grade
Natalee 4000 ribociclib 3 yrs. 2-3 and/or Ki67 = 20% or N1) NR
or lll

Loibl et al. J Clin Oncol 2021
Gnant et al. J Clin Oncol 2022
Hrbeck et al. Ann Oncol




MonarchE Study Design

(HR+, HERZ2-, high risk early \

breast cancer
High risk defined as:

» 24 positive axillary lymph nodes (ALN)
OR
* 1-3 ALN and at least 1 of the below:
o Tumor size 25 cm
o Histologic grade 3

o Centrally tested Ki67 220% /

Other criteria:

 Women or men

* Pre-/ postmenopausal

» With or without prior
adjuvant/neoadjuvant chemotherapy

* No distant metastases

~
C
=
Abemaciclib (150mg twice daily for up to 2 years®)
N =56372 + Standard of Care Endocrine Therapy
(5 to 10 years as clinically indicated) y
~
i b
e et
* Prior chemotherapy y y
« Menopausal status o’

* Region Endocrine therapy of physician’s choice

Primary Objective: Invasive disease-free survival (STEEP criteria)
Key Secondary Objectives: Distant relapse-free survival, Overall
survival, Safety, Patient reported outcomes, and Pharmacokinetics

2Recruitment from July 2017 to August 2019; ® Treatment period = first 2 years on study treatment after randomization

Johnston et al. J Clin Oncol 2020



MonarchE Patient Characteristics

7(0.2) 7(0.2)

0
Number of positive Additional high risk
lymph nodes e it 11431404 eligibility criteria for --
| =4 or more 1680 (59.8) 1679 (59.3) | patients with 1-3 nodes
Grade 1 209 (7.4) 215 (7.6) Tumor size =5 cm (pathology) 249 (8.9) 236 (8.3)
Histological grade Grade 2 1373 (48.9) 1395 (49.3) Tumor size 25 cm (imaging) & 152 (5.4) 158 (5.6)
Grade 3 1090 (38.8) 1066 (37.7) —
Primary tumor size < em 780 (27.8) 765 (27.0) Histologic grade 3 629 (22.4) 618 (21.8)
i~ % C . .
by patlhologyl - 9.5 om 1369 (48.8) 1419 (50.2) Central Ki-67 220% only 216 (7.7) 237 (8.4)
following definitive
surgery >5 cm 610 (21.7) 612 (21.6)
<20% 953 (33.9) 973 (34.4)
Central Ki-67 220% 1262 (44.9) 1233 (43.6)
Unavailable 593 (21.1) 623 (22.0) ‘ , ‘
= 2 Patients could be counted in more than one of the sub-categories under 1-3
Progesterone Positive 2421 (862) 2453 (867) positive lymph nodes; P Patients who received neoadjuvant chemotherapy
: may have been eligible based on imaging tumor size prior to receiving
receptor status Negatlve 298 (1 06) 294 (1 04) sys’z/emic therapy; © Patients not double counted; patients did not have tumor

Note: where values do not add up to 100%, remaining data are missing, unavailable or could

not be assessed

size =5 cm (either by pathology or imaging) or histologic grade 3

Johnston et al. J Clin Oncol 2020

N



Description of Analysis Timepoints

e isfe T e Interim Primary Additional Follow-Up
Y P Analysislal’ Outcomelb! 1 (AFU1)ic]

Date 16 March 2020 08 July 2020 01 April 2021

Median follow-up (months) 15.5 19.1 27.1

IDFS Events 323 395 565

Off study treatment 26.4% 41.0% 89.6%
Completed 2-year treatment o o o
period 12.5% 25.5% 72.2%

*Statistically significant improvement in IDFS in ITT population declared at this timepoint.
a.Johnston SRD, et al. J Clin Oncol. 2020;38:3987-3998; b. . Rastogj P et al SABCS 2020; c. Harbeck et al. Ann Onco 2021
Dec;32(12):1571-1581

69



IDFS Benefit Maintained With Additional

Follow-Up in the ITT Population

SRRV T—

‘;’ 2L 100+

2 801

‘3 70 - .g i 2-year rate: 92.7%

Q US) 90 3-year rate: 88.8%

Q® 6019

'1- £ . s Number of IDFS events

o a 2-year rate: 90.0% — Abemaciclib + ET  ET Alone
7)) 40 o i 3-year rate: 83.4% 232 333

© 4 & g0

8 S HR (95% Cl): 0.696 (0.588, 0.823)
a 01 3 Nominal p < 0.0001

O o204 2 Ab icli ’

> - emaciclib Duration L

" 40- 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

g Time (months)

E O L L L] L] L] 1 1 1 L L L] L] L] ] 1

o
w
(o)}
©

12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
Number at risk

Abemaciclib + ET 2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 622 275 67 8
ET Alone 2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10

o o

30.4% reduction in the risk of developing an IDFS event.

The absolute difference in IDFS rates between arms was 5.4% at 3 years.

Harbeck et al. Ann Onco 2021 Dec;32(12):1571-1581.



MonarchE Safety Summary

AEs 220% in Both Treatment Arms? i
Among the 2304 patients who experienced

diarrhea?
Abemaciclib + ET ET alone
N=2791 (%) N=2800 (%) .
>20% in either arm mG3+ G2 GI1 G1 G2 mG3+
Diarrhea 84 [ E ]
Fatigue 41 18 §
Arthralgia 27 | |38
Neutropenia 46 - | 6
S @ 3s [l |7 Other events of Abemaciclib ET alone
Abdominal pain 36 10 interest,2 any +ET (n=2800)
Nausea 30| 9 grade (n=2791)
Hot flush 15| |23 VTE, % 25 0.6
Anemia 24] 4 PE, % 1.0 0.1
[ T I T T T T T T T 1 0
100 80 60 40 20 0 20 40 60 80 100 ILD’ /o 32 13

Safety data at additional follow-up are consistent with the known safety profile of abemaciclib?
Median duration of treatment: 24 months
The safety population includes patients who received at least 1 dose of study treatment

1. Harbeck N, et al. Ann Oncol. 2021;S0923-7534(21):04494-X. 2. O’Shaughnessy J, et al. ESMO Virtual Plenary 2021. Abstract
VP8-2021. 3. Tolaney S, et al. St. Gallen 2021. Abstract PO13.



Ki-67 as a Prognostic Marker in Cohort 1

100+4=:

X

® 957 .

> Abemaciclib+  pr Ajone  HR (95% CI)

S ET

| S

=S . - =

A 90 Cohc?rt1 Ki-67 High, N = 2003

oo X0 % o

LL 3-Year’ (0.488, 0.803)

| 85- 86.1% 79.0%

8 Rates

8 Co‘hort 1 Ki-67 High Cohort 1 Ki-67 Low, N = 1914

w o o =

5 80 abemaciclib + ET Patients, N 946 % 0.704

ET alone Events, n 62

o 3 Year, (0.506. 0.979)

> Cohort 1 Ki-67 L §

= onor I | ?W Rates 91.7% 87.2% Ki-67 is not

S 75{ " abemaciclib + ET Ki-67 is predictive of

£ = = - ET alone prognostic abemaciclib
benefit

20 Abemaciclib Duration

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)

Ki-67 index was prognostic of worse outcome.

However, abemaciclib benefit was consistent regardless of Ki-67 index.

Harbeck et al. Ann Onco 2021 Dec;32(12):1571-1581



MonarchE: Patients who received neoadjuvant

[A] IDFs

100 remeagys; T —
ey

X
= 80-
E Log-rank P<.001
§ HR=0.61(95% Cl, 0.47-0.80)
§ 60 -
2
g 40
Z
B Patients, No. Events, No.
2 20 ET 1025 92
= Abemaciclib+ET 1031 148
0+ T T T T T T T T T T T )
0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo
No. at risk
Abemacicilib+ET 1025 976 948 922 904 728 500 347 203 43 29 1 0
ET Alone 1031 971 948 923 891 717 499 334 194 33 23 O 0
DRFS
100 e
= 80-
E Log-rank P<.001
5 HR=0.61(95% Cl, 0.46-0.81)
wv
o 60-
=
&
T 40
E
= Patients, No. Events, No.
£ 2 ET 1025 77
a Abemaciclib+ET 1031 125
0+ T T T T . T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo
No. at risk
Abemacicilib+ET 1025 978 951 928 911 733 504 351 208 44 29 1 0
ET Alone 1031 974 954 933 902 727 505 336 196 34 23 0 0

Distant relapse-free survival, %

Invasive disease-free survival, %

100 -t

90

g r——— =

704

60

50

2-year rate, 87.2%

2-year rate, 80.6%

|
|
|
|
|
|
|
|
|
I
t

T T 1

0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo

100 *'——\.__h_

90+

80

70

60

2-year rate, 89.5%
i

2-year rate, 82.8%

50

Time, mo

chemotherapy (NAC)

Two-year IDFS rates
were 87.2% in the
abemaciclib + ET arm
and 80.6% in the ET arm
— 6.6% difference

Two-year DRFS rates
were 89.5% in the
abemaciclib + ET arm
and 82.8% in ET arm —
6.7% difference

Martin et al. JAMA Oncol 2022



Guidelines for Abemaciclib Use in Patients With EBC

FDA-Approved Indication’

Abemaciclib plus ET (tamoxifen or an Al) for the adjuvant treatment ASCO Guidelines?

of adult patients with HR+ HER2-, node-positive EBC at a high risk of

recurrence and a Ki-67 score of 220% Abemaciclib for two years plus ET for =5 years

may be offered to the broader ITT population of

atients
In monarchE, patien’gs had to have tumor involvement in with resected, HR+ |F1|ER2-, node-positive, EBC
at least 1 ALN and either: at high risk of recurrence
e 24 ALN, or
* 1-3 ALN and at least one of the following: High risk of recurrence is defined as having:

tumor grade 3

tumor size = 50 mm * >4 positive ALNSs, or

: : : * 1-3 ALNs, and one or more of the following
Patients with available untreated breast tumor samples were . . .
tested retrospectively at central sites using the h'3t0|09.'c grade 3 disease
Ki-67 IHC MIB-1 pharmDx (Dako Omnis) assay to establish if the tumor size >5 cm, or
Ki-67 score was =220%, specified Ki-67 index >20%
in the protocol as “Ki-67 high”

1. Verzenio. Package insert. Eli Lilly and Company; 2021. 2. American Society of Clinical Oncology. Accessed November 22, 2021.
https://www.asco.org/practice-patients/guidelines/breast-cancer#/11081



NeoMonarch

(~ )
abemaciclib (150 mg bid )
/ \ plus anastrozole for 2 4 N\ [ N
N=224 L weeks ) ™~
Postmenopausal - -
Women with 1, ——{ abemaciclib (150 mg bid) |——| Tumor
early-stage for 2 weeks Biopsy Agﬁf:sat +
HR+/HER2- BC e ’
v
\ / Anastrozole for 2 e
weeks
\_ W,
4 )

Primary Objective: Change in Ki67 expression from baseline to 2 weeks of
therapy. Key Secondary Objectives: radiologic, pathologic, and clinical
response, as well as safety and tolerability from baseline to 16 weeks of
therapy

. /

Hurvitz et al. Clin Can Res 2021.



NeoMonarch

=]
A 70 70 70 .
60 60. 80 Caliper response
g =2
g 20 o oy — Abemaciclib + ANZ (n = 59) attenis. m (5
g 40" 401 401 — Abemaciclib (n = 52) ] cr B 17 .ﬂ .
g 30 ANZ (n = 56) 18]
En FR [] 1034485
% 108 ED 36 1)
0: FD 2|1
SBTS WE [7] &6 [30]
B (o]
0 3 .
3 1009 22X Gl CRPE|
R P < 0.001 1
< -20- = 80 E<oom n %) % G
S 2R
T o § g o M Abemaciclib + ANZ (n = 40) 120 [T AT -
) M Abemaciclib + ANZ (n = 59) :—‘é 8 I Abemaciclib (n = 30)
@ -60- o ] -
5 B Abemaciclib (n = 52) 8 e ANZ (n=8) o
s o
3 -801 ANZ (n = 56) 2E < - .
[
2 g @ [ Radiological response
100~ 55001 0. M=Fr4
D P <0.001 r Patsnis. n (%
CR & 11 (5)
o~ FOXM1 RRM2 CCNE1
2 "o e,
g ° e ° PR [ 93 42)
o -1 -1 S0 ] &0 [39)
§ -2 0.843 2 s I ] . 3 |1:|
[} B 52 5
£ . *0.040 HE [] 47 21)
§ -4 -3 I *0.001 0.331
£ oot "R Luiine — Iko e b . Ui':'m t-:m;:; o
0.166 _4 <0.( ).001 0.189 10.538 E,
g 5044 4137 2826 5046 4741 2827 -414740 3735 2519 i
5 BL 2wks  EOT BL 2wks  EOT BL 2wks  EOT 10 |48} i K3
?
w
g o MKI67 . TOPO2A 5 E2F1
S -
e - 5 o Pathological response (pCR)
o 0.963 -
“é, =2 0.899 1 n="1590
& I -4, I K 0427 _ |
g " *<0.001 | +<0.001 0.184 +<0.0011 |*<0.001 0.332 *0.004 0.960 R n '.ii:- BD% {:Il F—'i'ﬂll.lE'
5045 4340 2826 -5 {5046 4640 2826 5045 4740 2826
BL 2wks  EOT BL 2wks  EOT BL 2wks  EOT o - - B P
1 -
Visit = Abemaciclib + ANZ == Abemaciclib ==ANZ I

Hurvitz SA et al. Clin Cancer Res 2020;26:566-580.



NeoMonarch: Effects of Abemaciclib and

Anastrozole on ER and Immune targets

A Normalized enrichment score (NES) vs base"ne, FDR q-val <.05
aeay Abemaciclib
Class Pathway Abemaciclib ANZ +ANZ
2wk | EOT® | 2wk | EOT
CLASS 1 MHC MEDIATED ANTIGEN A T T
PROCESSING PRESENTATION o |00 | A0S RED
ACTIVATION OF NF KAPPAB IN B CELLS 09 [ 12 [ 08 | 10°
SIGNALING BY THE B CELL RECEPTOR BCR A4 [ 06" | 13"
46 | 08 [ 13
CROSS PRESENTATION OF SOLUBLE P [
EXOGENOUS ANTIGENS ENDOSOMES 28R :
MHC CLASS Il ANTIGEN PRESENTATION a5 [ a4
[ANTIGEN PROCESSING CROSS
PRESENTATION
ADAPTIVE  [GENERATION OF SECOND MESSENGER
IMMUNE
RESPONSE

MOLECULES

PHOSPHORYLATION OF CD3 AND TCR ZETA
CHAINS

PD1 SIGNALING

COSTIMULATION BY THE CD28 FAMILY

IANTIGEN ACTIVATES B CELL RECEPTOR
LEADING TO GENERATION OF SECOND
MESSENGERS

IMMUNOREGULATORY INTERACTIONS
BETWEEN A LYMPHOID AND A NON LYMPHOID
CELL

IALLOGRAFT REJECTION

CELL CYCLE

CYTOKINE
SIGNALING

ESTROGEN
SIGNALING

MATRIX
ORGANIZATION

APOPTOSIS

EXTRACELLULAR [COLLAGEN FORMATION

REGULATION OF APOPTOSIS

INTERFERON ALPHA RESPONSE
IL2 STATS SIGNALING

IL6 JAK STAT3 SIGNALING

EXTRACELLULAR MATRIX ORGANIZATION

HEMOSTASIS

SYSTEM

INNATE IMMUNE

ICGMP EFFECTS

KINESINS

FACTORS INVOLVED IN MEGAKARYOCYTE
DEVELOPMENT AND PLATELET PRODUCTION
ICOMPLEMENT CASCADE

COAGULATION

METABOLISM

GLYCOLYSIS
LIPOPROTEIN METABOLISM

SIGNAL

TRANSDUCTION

SIGNALING

STRESS
SIGNALING

SIGNALING BY WNT

CHEMOKINE RECEPTORS BIND CHEMOKINES

ITNFA SIGNALING VIA NFKB
EPITHELIAL MESENCHYMAL TRANSITION

PI3K AKT MTOR SIGNALING

|HYPOXIA

MTORC1 SIGNALING
KRAS SIGNALING UP

Significantly downregulated Significantly upregulated

* Not significant

E2F targets Estrogen early

signal response

g Abemaciclib icli
Abemaciciib  ANZ +ANZ Abemacicib ANz Abemaciclib

27Wk EOT* 2wk EOT® 2wk EOT* 2wk EOT* 2wk EOT® 2wk EOTe

— - |

Bb&lgs

1

iz

0

Color key and histogram
€ o
™
(=}
21012
Value

Coun!

Hurvitz SA et al. Clin Cancer Res 2020;26:566-580.

C IFNy response
Abemaciclib ANZ

2wk EOT* 2wk EOT® 2wk EOT®

Color key and histogram

€
3w
o

Abemaciclib
+ANZ

Value

PD-1 signaling
Abemaciclib ANZ Abim:t?zd N

2wk EOT* 2wk EOT® 2wk EOT®

cD247
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OlympiA: Overall Survival

ESMO VIRTUAL PLENARY

PRE-SPECIFIED EVENT DRIVEN ANALYSIS OF
OVERALL SURVIVAL (OS) IN THE OLYMPIA
PHASE lIl TRIAL OF ADJUVANT OLAPARIB
(OL) IN GERMLINE BRCA1/2 MUTATION
(gBRCAm) ASSOCIATED BREAST CANCER

Andrew Nicholas James Tutt!, Judy Garber?, Richard D. Gelber?, Kelly-Anne Phillips®, Andrea
Eisen*, Oskar Thor Jéhannsson®, Priya Rastogi®, Karen Yongzhi Cui”, Seock-Ah Imé, Rinat
Yerushalmi®, Adam Matthew Brufsky'?, Maria Taboada'!, Giovanna Rossi'?, Greg Yothers'®,
Christian Singer', Luis E. Fein'®, Niklas Loman'®, David Cameron'’, Christine Campbell?,
Charles Edward Geyer Jr'®

'Breast Cancer Now Research Unit, Institute of Cancer Research, London, United Kingdom; 2Dana Farber Cancer Institute,
Boston, MA, USA; 3Department of Medical Oncology, Peter MacCallum Cancer Center, Melbourne, Australia; 4Odette Cancer
Centre, Sunnybrook Health Sciences Centre, Toronto, Canada; SLandspitali — The National University Hospital of Iceland,
Reykjavik, Iceland; ®Department of Oncology, NSABP Foundation, Pittsburgh, PA, USA; "Global Medicine Development,
AstraZeneca US, Gaithersburg, MD, USA; &Department of Internal Medicine, Seoul National University Hospital, Seoul, Korea;
Department of Oncology, Clalit Health Services, Petah Tikva, Israel; *°Department of Hematology-Oncology, Magee-Womens
Hospital of UPMC, Pittsburgh, PA, USA; "'AstraZeneca, Royston, United Kingdom; "2Department of R&D, Breast International
Group (BIG) — AISBL, Brussels, Belgium; **Department of Biostatistics, University of Pittsburgh, Pittsburgh, PA, USA;

"Center for Breast Health, Medical University of Vienna, Vienna, Austria; **Department of Oncology, Instituto de Oncologia de
Rosario, Rosario, Santa Fe, Argentina; '8Skane University Hospital, Lund, Sweden; "Department of Oncology, Edinburgh Cancer
Centre, Edinburgh, United Kingdom; '8Frontier Science Scotland, Kincraig, United Kingdom; **Department of Clinical Research,
Houston Methodist Cancer Center, Houston, TX, USA

Overall Survival reported: Geyer CE Jr et al. Ann Oncol 2022 Oct 10. Update his slides?



OlympiA: Trial schema

* Local genetic testing or Neoadjuvant Group .
on-study central screening « TNBC: non-pCR Olaparib

Myriad Genetics Inc. -
e « Hormone receptor—positive: 300mg  _
» non-pCR and CPS+EG score = 3 . twice daily _ _
« Germline pathogenic or for 1 year Primary End Point ,
Iikely pathogenic BRCA1/2 > 6 cycles + Invasive disease-free survival
: : (IDFS) by STEEP system!
mutation Neoadjuvant =9 Surgery=» +/- Radiotherapy .
Chemotherapy 1:1 Secondary End Points
. = =» Randomization =» + Distant disease-free survival'
| T\ERz_negat'Vet " Adjuvant Group N=1836 S
ormone receptor—positive . :
( TNBC P P TNBC: 2 pT2 or 2 pN1 - + BRCA1/2 associated cancers
or ) » Hormone receptor—positive: | + Symptom / Health related QoL
» 24 positive lymph nodes - I Placebo - Safety
- Stage II-lll Breast Cancer > 6 cycles J twice dally -
or lack of PathCR to NACT ~ Surgery —>  Adjuvant —» +/- Radiotherapy | foIL year
Chemotherapy I
Stratification Factors Concurrent Adjuvant Therapy
+ Hormone receptor—positive vs. TNBC » Endocrine therapy
* Neoadjuvant vs. adjuvant + Bisphosphonates

» Prior platinum-based chemotherapy (yes vs. no) +« No 2nd Adjuvant Chemotherapy

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)
"Hudis CA, J Clin Oncol 2007

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



OlympiA: Overall Survival

===

ANALYSIS OF IDFS (ITT) AT OS IA2

N

SUBGROUP ANALYSIS OF 0OS

100 A 934
S 897 86.1 o
£ 80+ 88.4
=
3 o4 s 75.4
2 60 = Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate
& 8.8% (95% Cl: 5.0%, 12.6%)  7.3% (95% Cl: 3.0%, 11.5%)
Q
8 404
% Olaparib (134 events)
2 20 Placebo (207 events)
[7]
g Stratified hazard ratio 0.63 (95% Cl: 0.50, 0.78)
0 L T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 825 77 738 694 603 495 382 293 204
Placebo 915 807 765 715 656 571 459 370 293 187
ESMO VIRTUAL PLENARY 15

SECOND OVERALL SURVIVAL INTERIM ANALYSIS - OS 1A 2 (ITT)

Subgroup Olaparib Placebo Stratified hazard ratio for overall
No. of patients who died survival (95% Cl)
/total no. y
All patients 75/921 109/915 —a— |
Prior chemo !
Adjuvant 2217461 28/455
Neoadjuvant 53 /460 81/460 ——
Prior platinum
Yes 271247 29/238
No 48/674 80/677 _T
HR status
HR+/HER2- 16/168 171157
TNBC 59/751 92/758 ——
BRCA
BRCA1 49/579 75/588 e
BRCA2 16/235 28/216 —_—
BRCA1/2 both 0/2 0/3

050 075 100

1.25

Favours olaparib

Favours placebo

0.678 (0.503, 0.907)

0.783 (0.444, 1.365)
0.638 (0.449, 0.900)

0.882 (0.520, 1.491)
0.601(0.417, 0.855)

0.897 (0.449, 1.784)
0.640 (0.459, 0.884)

0.643 (0.446,0.918)
0.521(0.276, 0.951)

P value for
heterogeneity

NA
0.543

0.236

0.381

0.845

All subgroup hazard ratio point estimates are < 1 and confidence intervals include the hazard ratio for olaparib treatment effect in the
overall ITT population

ESMO VIRTUAL PLENARY

98.0
100 5
95.0 928 9.8
96.9 =
_. 80 ) 89.1 86.4
S Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
% o 3.8% (95% Cl: 0.9%, 6.6%) 3.4% (95% CI: -0.1%, 6.8%)
2 1
<
= 40 4 Olaparib (75 deaths, 70 due to breast cancer)
©
9 Placebo (109 deaths, 103 due to breast cancer)
O
20 Stratified hazard ratio 0.68 (98.5% ClI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015
O -
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218

98.5% confidence intervals are shown for the hazard ratio because P < 0.015 is required for statistical significance

ESMO VIRTUAL PLENARY 13
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Neoadjuvant PARPi for gBRCA mutations

Phase |l study (n=20):

* 16 had gBRCA1 and 4 gBRCA2 positive.

° 15 with TNBC and 5 had HR+

* RCB-0 (pathologic complete response) rate was 53%
* RCB-0/I was 63%

Litton et al. J Clin Oncol 2020 Feb 10;38(5):388-394.



Neoadjuvant PARPi for gBRCA mutations

Pathologic Complete Response

2021 ASCO
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o .
=~ Chemotherapy in Early-Stage Breast Cancer:
('D | |
. ASCO Guideline Update
oy
™ Fabrice Andre, MD?; Nofisat Ismaila, MD, MSc?; Kimberly H. Allison, PhD3; William E. Barlow, PhD* Deborah E. Collyar, BSc5;
g Senthil Damodaran, MD, PhD®; N. Lynn Henry, MD, PhD?; Komal Jhaveri, MD?°; Kevin Kalinsky, MD, MS?; Nicole M. Kuderer, MD'?;
~+ Anya Litvak, MD'%; Erica L. Mayer, MD, MPH'3; Lajos Pusztai, MD'%; Rachel Raab, MD'%; Antonio C. Wolff, MD'¢; and
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Biomarkers for Adjuvant Endocrine and Chemotherapy in
Localized Breast Cancer: ASCO Guideline Update

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG
No mature evidence to | |
recommend use of any other
biomarker for this patient EHIRCS ERINEG
population
| | No mature evidence to
recommend use of any other
Premenopausal Postmenopausal biomarker for this patient
or age < 50 years or age > 50 years population
Node NEG Node POS Node NEG Node POS
Oncotype DXd Oncotype DX | |
WA A Insufficient MammaPrint?® 1-3 node POS > 4 node POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Ki67"
IHCab Oncotype DX
2 MammaPrint® Insufficient
BClI hgua .
PA and PAI-1¢ Ki67 evidence to
g8l EndoPredict recommend a
IHC4P biomarker for use

BCI°

mmm High quality of evidence/strong strength of recommendation
mmmm /ntermediate quality of evidence/strong strength of recommendation
mmm [ntermediate quality of evidence/moderate strength of recommendation

Andre F et al. J Clin Oncol 2022;40(16):1816-37.

RESEARCH
TO PRACTICE




NCCN Guidelines: Gene Expression Assays for
Consideration of Adjuvant Systemic Therapy

NCCN Category

extended adjuvant
endocrine therapy

. . NCCN Category .
Assay Predictive Prognostic of Evidence and
of Preference Consensus

21-gene (Oncotype Dx)
(for pNO) Yes Yes Preferred 1

Postmenopausal: 1
21-gene (Oncotype Dx) Yes Preferred
for pN1 (1-3 positive nodes)® Yes Premenopausal:

Other 2A
70-gene (MammaPrint) :
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 1
50-gene (Prosigna) :
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 2A
12-gene (EndoPredict) :
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 2A
Predictive

Breast Cancer Index (BCI) of benefit of Yes Other 2A

National Comprehensive Cancer Network (NCCN®). NCCN clinical practice guidelines in oncology. Breast cancer — Version 4.2022.
https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf. Accessed August 2022.
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San Antonio Breast Cancer Symposium®, December 7-10, 2021

RxPONDER: A Clinical Trial Rx for Positive Node, Endocrine
Responsive Breast Cancer

Updated results from a phase 3 randomized clinical trial in
participants (pts) with 1-3 positive lymph nodes, hormone
receptor-positive (HR+) and HER2-negative breast cancer with
recurrence score of 25 or less: SWOG S1007

Kevin Kalinsky, William E Barlow, Julie R Gralow, Funda Meric-Bernstam, Kathy S Albain,
Daniel F Hayes, Nancy U Lin, Edith A Perez, Lori J Goldstein, Stephen K Chia,
Sukhbinder Dhesy-Thind, Priya Rastogi, Emilio Alba, Suzette Delaloge, Miguel Martin,
Catherine M Kelly, Manuel Ruiz-Borrego, Miguel Gil Gil, Claudia Arce-Salinas, Etienne
G.C. Brain, Eun Sook Lee, Jean-Yves Pierga, Begofia Bermejo, Manuel Ramos-Vazquez,
Kyung Hae Jung, Jean-Marc Ferrero, Anne F. Schott, Steven Shak, Priyanka Sharma,
Danika L. Lew, Jieling Miao, Debasish Tripathy, Lajos Pusztai, Gabriel N. Hortobagyi

On Behalf of the RxPonder Investigators

\/< SWOG _"Q:;.‘; Thes presentation is the intellectual property of the author/presenter. Contact him at kkalins (emory edu for permission to reprint and/or distnbute NClm NCI F

SABCS 2021;Abstract GS2-07.
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RxPONDER Updated Analysis: IDFS Stratified by Menopausal Status

Postmenopausal
2 IDFS by Treatment Arm: Postmenopausal Participants
-
Zo
2
"
Q@
£33
% °
"
o No Chemotherapy Benefit
N«
o
=
'g g Treatment arm
% CET (N=1,659; 180 events; S-year IDFS 91.2%)
é o ye
ET (N=1670; 187 gvants. S-year IDFS §1.9%)
= Adjusted HR (CET vs ET) = 1.08; 95% CI0 87-1.30; 2-sided p=0 55
d T L 4 T T L4 T 1 1 A | L

0 1 2 3 B 5 6 7 8 9
Years since randomization

Number at risk
CET 1659 1557 1498 1427 1258 1118 848 540 243 64
ET 1670 1599 1550 1465 1314 1164 B879 547 247 67

IDFS = invasive disease-free survival

Kalinsky K et al. SABCS 2021;Abstract GS2-07.

Premenopausal

IDFS by Treatment Arm: Premenopausal Participants

(=]
o"'*

- e ——
—_————
q\ . -

™o ey, ) ——
E D -

o
=2
"
® 2
<o S5-year IDFS Absolute Chemotherapy Benefit: 4.9%
? (Previous: 4.9%")
)
LA
CTo
s
=) Treatment arm
g3 CET (N=828: T1 events; 5-yoar IDFS 03 9%)

ET (N=826; 108 events; S.year IDFS 89 0%)
8 Adjusted HR (CET vs ET) = 0.64; 95% CI 0.47.0.87:; 2-sided p=0.004
d T T T T T T L 4 T T T
0 1 2 3 - 5 6 7 8 9

Years since randomization
Number at risk

CET 828 783 754 706 632 6561 408 252 99 21
ET 826 774 737 694 610 533 398 236 86 27
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RxPONDER Updated Analysis: DRFS Stratified by Menopausal Status

Postmenopausal Premenopausal
DRFS by Treatment Arm: Postmenopausal Participants & ORFS by Treatment Arm: Premenopausal Participants
s ko i
<-_‘_-_-__-“=4t=a-m=a=-~\L\______ o i s
\ﬁ het
-a S g g -
> | 4.
£ e
> 2
@ n o
23 3D
; - > 3 = S5-year DRFS Absolute Chemotherapy Benefit: 2.5%
S o No Chemotherapy Benefit X (Previous: 3.3%")
v L B3
o So
€ ; -
g o Treatment arm % = Treatment arm
8o CET (N#1,659; 131 avents; S-year DRFS 94.3%) (= CET (N=828; 46 events: 5-year DRFS 95.9%)
ET [N=1,670, 122 events, S-year DRFS 94.8%) ET (N+826, 66 events, 5-year DRFS 93 .4%)
8 Adjusted HR (CET vs ET) = 1.12; 95% CI 0.88-1.44; 2-sided p=0.35 8 Adjustec HR (CET vs ET) = 0.66; 95% C10,45.0,97; 2-sided p=0.033
L= T T T T ™ T ! T e = T ' ' d v ¥ b
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number al risk
CET 1659 1567 1514 1448 1291 1152 884 571 261 71 CET 828 786 761 714 641 575 421 266 106 22
ET 1670 1614 1569 1491 1345 1201 916 582 264 71 ET 826 780 751 712 631 555 420 247 93 28

DRFS = distant recurrence-free survival
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S Ann Oncol 2021 December;32(12):1571-81. AN N ALS oF

BETTER MEDICINE

QM) == ONCOLOGY

Adjuvant abemaciclib combined with endocrine therapy for high-risk early
breast cancer: updated efficacy and Ki-67 analysis from the monarchE study

N. Harbeck® ', P. Rastogi’', M. Martin®, S. M. Tolaney”, Z. M. Shao’, P. A. Fasching®, C. S. Huang’, G. G. Jaliffe®,

A. Tryakin®, M. P. Goetz'’, H. S. Rugo'’, E. Senkus'?, L. Testa'®, M. Andersson’?, K. Tamura®’, L. Del Mastro*®"’,
G. G. Steger'®, H. Kreipe'”, R. Hegg”®, J. Sohn®*, V. Guarneri****, J. Cortés”**>, E. Hamilton”®, V. André*’, R. Wei*’,
S. Barriga®’, S. Sherwood”’, T. Forrester’’, M. Munoz’, A. Shahir®’, B. San Antonio”’, S. C. Nabinger”’, M. Toi’?,
S. R. D. Johnston??* & J. 0’Shaughnessy>”’, On behalf of the monarchE Committee Members
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monarchkE: Invasive Disease-Free Survival in Cohort 1, Ki67-High
Population with Adjuvant Abemaciclib

100 -M 2-year rate: 91.5%

- . o,
90 - 3-year rate: 86.1%
80 -

2-year rate: 86.4%

= - %
70 3-year rate: 79.0%

Cohort 1: 4 positive axillary lymph
604 nodes (ALNs), or 1-3 positive ALNs and

504 either grade 3 disease or tumor 25 cm

40 o Nominal P = 0.0002
HR = 0.63 (95% CI 0.49-0.80)

Invasive disease-free survival (%)

30+
Patients Events
201 —— Abemaciclib + ET 1017 104
10 + === ET alone 986 158
O | | | | | | | | | | | | | | ] | | | | | | ] | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time (months)

Number at risk

Abemaciclib + ET 1017 989 963 946 936 922 908 894 733 484 348 203 109 25
ETalone 986 955 938 922 906 883 868 835 687 457 333 197 107 25 3

\V]
o O
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Ann Oncol 2022 June;33(6):616-27. ONCQ!TPGX

ORIGINAL ARTICLE

Adjuvant abemaciclib combined with endocrine therapy for high-risk early

breast cancer: safety and patient-reported outcomes from the monarchE
study

H. S. Rugol*, 3§ O’Shaughnessyz, F. Boyle3'4, M. Toi’, R. Broom®, I. Blancas”’®, M. Gumus’, T. Yamashita'®, Y.-H. Im"?,
P. Rastogi'?, F. Zagouri*®, C. Song*?, M. Campone’®, B. San Antonio’®, A. Shahir'®, M. Hulstijn®, J. Brown®®,

A. Zimmermann'®, R. Wei'®, S. R. D. Johnston'’, M. Reinisch’® & S. M. Tolaneylg, on behalf of the monarchE Committee
Members'

RESEARCH
Rugo HS et al. Ann Oncol 2022 March 23;[Online ahead of print].



monarchE: Discontinuations in the Abemaciclib Arm Due to

Adverse Events

‘

3.0+

2.5-

2.0+

1.51

Patients (%)

1.0

0.5+

0.0

. Diarrhea

. Fatigue

. Neutropenia

. Other

I I I II Increased transaminases

AEs leading to discontinuation

Diarrhea

Fatigue

Neutropenia

Abdominal pain

Nausea

Leukopenia

Blood creatinine increased
Vomiting

Depression

Gamma-glutamyl transferase
increased

Rash
Anemia
Dyspnea
Dyspepsia
Anxiety
Composite terms
VTE

n (%)

147 (5.3)
56 (2.0)
25 (0.9)
20 (0.7)
11 (0.4)
11 (0.4)
10 (0.4)

7 (0.3)
5(0.2)
5(0.2)

5(0.2)
4(0.1)
3(0.1)
3(0.1)
3(0.1)

14 (0.5)°
19 (0.7)
24 (0.9)

Rugo HS et al. Ann Oncol 2022 June;33(6):616-27.

T|me (months)

19 20 21 22 23 24

RESEARCH
TO PRACTICE



ASCO Rapid Recommendation Update for Abemaciclib for
HR-Positive, HER2-Negative, Node-Positive Localized Breast Cancer

* Abemaciclib with endocrine therapy (ET; tamoxifen or an aromatase inhibitor) is FDA approved for
adjuvant treatment of HR-positive, HER2-negative, node-positive localized breast cancer with high
risk of recurrence and a Ki-67 score 220%.

* Based on analyses reported by Harbeck and colleagues, the panel recommends that abemaciclib
for 2 years with ET for 5 years or longer may be offered to the broader intent-to-treat population
of patients with resected HR-positive, HER2-negative, node-positive localized breast cancer at high
risk of recurrence, defined as having >4 positive axillary lymph nodes or as having 1 to 3 positive

axillary lymph nodes and 1 or more of the following features: histologic Grade Ill, tumor size >5 cm
or Ki-67 index >20%.

* Despite similar hazard ratios in favor of abemaciclib regardless of Ki-67 status, relatively few low
Ki-67 tumors were reported in monarchE. When discussing treatment options with patients, the

potential benefits (improved IDFS) should be weighed against the potential harms (treatment
toxicity, financial cost).

Harbeck N et al. Ann Oncol 2021;32(12):1571-81.
https://www.asco.org/practice-patients/guidelines/breast-cancer#/11081
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J Clin Oncol 2021;[Online ahead of print].

Adjuvant PARP Inhibitors in Patients With
High-Risk Early-Stage HER2-Negative Breast
Cancer and Germline BRCA Mutations: ASCO
Hereditary Breast Cancer Guideline Rapid
Recommendation Update

Nadine M. Tung, MD?; Dana Zakalik, MD?; and Mark R. Somerfield, PhD3; for the Hereditary Breast Cancer Guideline Expert Panel

ASCO Rapid Recommendations Updates highlight revisions to select ASCO guideline recommendations as a
response to the emergence of new and practice-changing data. The rapid updates are supported by an evidence
review and follow the guideline development processes outlined in the ASCO Guideline Methodology Manual.
The goal of these articles is to disseminate updated recommendations, in a timely manner, to better inform
health practitioners and the public on the best available cancer care options.
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ASCO 2021 Adjuvant PARP Inhibitor Updated Recommendations

* For patients with localized, HER2-negative breast cancer with high risk of recurrence and germline
BRCA1 or BRCA2 pathogenic or likely pathogenic variants, 1 year of adjuvant olaparib should be
offered after completion of (neo)adjuvant chemotherapy and local treatment, including
radiation therapy.

* For those who underwent surgery first, 1 year of adjuvant olaparib should be offered for patients with
triple-negative breast cancer and tumor size >2 cm or any involved axillary nodes.

* For those with hormone receptor (HR)-positive disease, 1 year of adjuvant olaparib should be offered
to those with at least 4 involved axillary lymph nodes.

* For patients who received neoadjuvant chemotherapy, 1 year of adjuvant olaparib should be offered
to patients with triple-negative breast cancer and any residual cancer; for patients with HR-positive
disease, 1 year of adjuvant olaparib should be offered to patients with residual disease and a clinical
stage, pathologic stage, estrogen receptor and tumor grade score >3.

Tung NM et al. J Clin Oncol 2021;39(26):2959-61.




N Engl J Med 2021;384(25):2394-405.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Olaparib for Patients with
BRCA1- or BRCA2-Mutated Breast Cancer

A.N.J. Tutt, J.E. Garber, B. Kaufman, G. Viale, D. Fumagalli, P. Rastogi,
R.D. Gelber, E. de Azambuja, A. Fielding, J. Balmana, S.M. Domchek,
K.A. Gelmon, S.J. Hollingsworth, L.A. Korde, B. Linderholm, H. Bandos,

E. Senkus, J.M. Suga, Z. Shao, A.W. Pippas, Z. Nowecki, T. Huzarski, P.A. Ganz,
P.C. Lucas, N. Baker, S. Loibl, R. McConnell, M. Piccart, R. Schmutzler,
G.G. Steger, J.P. Costantino, A. Arahmani, N. Wolmark, E. McFadden,

V. Karantza, S.R. Lakhani, G. Yothers, C. Campbell, and C.E. Geyer, Jr.,
for the OlympiA Clinical Trial Steering Committee and Investigators™
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Abstract VP1-2022

ESMO VIRTUAL PLENARY

PRE-SPECIFIED EVENT DRIVEN ANALYSIS OF
OVERALL SURVIVAL (OS) IN THE OLYMPIA
PHASE Il TRIAL OF ADJUVANT OLAPARIB
(OL) IN GERMLINE BRCA1/2 MUTATION
(gBRCAm) ASSOCIATED BREAST CANCER

Andrew Nicholas James Tutt!, Judy Garber?, Richard D. Gelber?, Kelly-Anne Phillips®, Andrea
Eisen*, Oskar Thor Johannsson®, Priya Rastogi®, Karen Yongzhi Cui’, Seock-Ah Imé, Rinat
Yerushalmi®, Adam Matthew Brufsky'?, Maria Taboada'', Giovanna Rossi'2, Greg Yothers'3,

Christian Singer'*, Luis E. Fein'®, Niklas Loman'®, David Cameron'’, Christine Campbell®,
Charles Edward Geyer Jr'®

'Breast Cancer Now Research Unit, Institute of Cancer Research, London, United Kingdom; 2Dana Farber Cancer Institute,
Boston, MA, USA; 3Department of Medical Oncology, Peter MacCallum Cancer Center, Melbourne, Australia; *Odette Cancer
Centre, Sunnybrook Health Sciences Centre, Toronto, Canada; ®Landspitali — The National University Hospital of Iceland,
Reykjavik, Iceland; 5Department of Oncology, NSABP Foundation, Pittsburgh, PA, USA; "Global Medicine Development,
AstraZeneca US, Gaithersburg, MD, USA; Department of Internal Medicine, Seoul National University Hospital, Seoul, Korea;
Department of Oncology, Clalit Health Services, Petah Tikva, Israel; ®Department of Hematology-Oncology, Magee-Womens
Hospital of UPMC, Pittsburgh, PA, USA; ''AstraZeneca, Royston, United Kingdom; "Department of R&D, Breast International
Group (BIG) — AISBL, Brussels, Belgium; *3Department of Biostatistics, University of Pittsburgh, Pittsburgh, PA, USA;

14Center for Breast Health, Medical University of Vienna, Vienna, Austria; *Department of Oncology, Instituto de Oncologia de
Rosario, Rosario, Santa Fe, Argentina; Skane University Hospital, Lund, Sweden; '"Department of Oncology, Edinburgh Cancer
Centre, Edinburgh, United Kingdom; *8Frontier Science Scotland, Kincraig, United Kingdom; *®Department of Clinical Research,
Houston Methodist Cancer Center, Houston, TX, USA
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OlympiA: IDFS (Primary Endpoint) — Subgroup Analysis

Stratified hazard ratio for invasive

P value for

Subgroup Olaparib _ lflacebo disease-free survival (95% CI) heterogeneity
No. of patients with an
. invasive disease event/total no. |
All patients 134 /921 207 /915 —*— | 0.628 (0.504, 0.779) NA
Prior chemo : 0.977
Adjuvant 46 / 461 7517455 : | 0.618 (0.425, 0.888)
Neoadjuvant 88 /460 132 /460 | 0.622 (0.473, 0.813)
Prior platinum : 0.197
Yes 42 | 247 51/238 . i 0.791 (0.523, 1.187)
No 92 /674 156 / 677 L I 0.575 (0.443, 0.742)
"HR status ! CT7'51
HR+/HER2- 25/ 168 34 /157 - 0.680 (0.402, 1.134)
TNBC 109/ 751 173 /758 L | 0.620 (0.487, 0.787)
BRCA : 0.615
BRCA1 83 /579 149/ 588 L | 0.533 (0.406, 0.695)
BRCA2 34 /235 44 /216 . I 0.693 (0.440, 1.082)
BRCA1/2 both 0/2 0/3 [ NC
0.25 0.50 0.75 1.00 1.25
< -

IDFS = invasive disease-free survival

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.

Favours olaparib Favours placebo
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Randomized Trials of Endocrine Therapy with and without CDK4/6 Inhibition

PFS HR compared to | OS HR compared to

Schema endocrine alone endocrine alone
First PALOMA-1 Letrozole x palbociclib 0.49 0.897
PALOMA-2 Letrozole x palbociclib 0.58 NR
MONALEESA-2 Letrozole % ribociclib 0.56 0.76
MONALEESA-3 Fulvestrant * ribociclib 0.55 0.72
- in + ifen £
MONARCH 3 Letrozole or anastrozole + abemaciclib 0.54 NR
Second PALOMA-3 Fulvestrant x palbociclib 0.46 0.75
MONARCH 2 Fulvestrant £ abemaciclib 0.55 0.757

Finn RS et al. Breast Cancer Res Treat 2020; Finn RS et al. NEJM 2016; Hortobagyi GN et al. N Engl J Med 2022; Slamon DJ et al. Ann Oncol R1
2021; Im SA et al. NEJM 2019; Goetz MP et al. JCO 2017; Loibl S et al. Oncologist 2017; Sledge GW Jr et al. JAMA Oncol 2020.



2022 ASCO Abstract LBA1004

ANNUAL MEETING

A randomized phase Il trial of fulvestrant or exemestane with or without
ribociclib after progression on anti-estrogen therapy plus cyclin-
dependent kinase 4/6 inhibition in patients with unresectable or

metastatic hormone receptor positive, HER2 negative breast cancer:

MAINTAIN Trial

Kevin Kalinsky, Melissa K Accordino, Cody Chiuzan, Prabhjot Mundi, Meghna S Trivedi,

Yelena Novik, Amy Tiersten, Amelia Zelnak, George Raptis, Lea Baer, Sun Y Oh, Erica

Stringer-Reasor, Sonya Reid, Eleni Andreopoulou, William Gradishar, Kari B Wisinski,
Anne O’Dea, Ruth O'Regan, Katherine D Crew, Dawn L Hershman

2022 AS CO m PRESENIED BY: Content of this presentation is the property of the AS CO A PO YOk

ANNUAL MEETING Kevin Kalinsky, MD, MS author, license d by ASCO. Permission required for reuse.
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MAINTAIN: Progression-Free Survival (Primary Endpoint)

2.76 5.29
(2.66-3.25) | (3.02-8.12)

E 1.001 -+ Placebo =+ Ribociclib
2
3 0.75+
4 HR=0.57 (95% CI: 0.39-0.95), p=0.006 Median:
e 95% CI (months)
0.50 -
c
)
[
v 0.25
o g
e Lo |
& O.OOd T L L L T L
0 6 12 18 24 30
Placebo4 59 13 4 1 1
Ribociclib{ 60 21 11 5 2
0 6 12 18 30

ET = endocrine therapy

Time from Randomization (months)

Kalinsky K et al. ASCO 2022;Abstract LBA1004.
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Placebo + ET (n=59)

MAINTAIN: Treatment-Related Adverse Events

Ribociclib + ET (n=60)

All Grades | Grade 3 Grade 4 | All Grades | Grade 3 Grade 4

Neutropenia* 9 (15%) 0 (0%) 1 (2%) 43 (72%) 23 (38%) 1(2%)
Anemia 13 (22%) 1(2%) 0 (0%) 14 (23%) 1(2%) 0 (0%)
Thrombocytopenia 3 (5% 0 (0% 0 (0% 15 (25%) 0 (0%

ALT increased 12 (20%) 1(2%) 0 (0%) 10 (17%) 0 (0%) 0 (0%)
AST increased 17 (29%) 4 (7%) 0 (0%) 15 (25%) 1(2%) 0 (0%)
Vomiting 3 (5%) 0 (0%) 0 (0%) 9 (15%) 0 (0%) 0 (0%)
Fatigue 19 (32%) 0 (0%) 0 (0%) 20 (33%) 1(2%) 0 (0%)
Headache 6 (10%) 0 (0%) 0 (0%) S (8%) 0 (0%) 0 (0%)
Diarrhea 6 (10%) 0 (0%) 0 (0%) 9 (15%) 0 (0%) 0 (0%)
Pneumonitis 0 (0%) 0 (0%) 0 (0%) 2 (3%) 1(2%) 0 (0%)
Infection 3 (5%) 0 (0%) 0 (0%) 6 (10%) 3 (5%) 0 (0%)

ET = endocrine therapy

Kalinsky K et al. ASCO 2022;Abstract LBA1004.
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Breast Cancer Agenda

MODULE 1: HER2-Positive and HER2-Low Disease

MODULE 2: ER-Positive, HER2-Negative Disease

MODULE 3: Triple-Negative Disease




Novel Targets for Therapeutic Intervention
in Triple-Negative Breast Cancer

Immunotherapy
- Atezolizumab®
- Pembrolizumab
- Durvalumab

Growth factor receptors

\

PI3K/AKT/mTOR
signaling

AKT inhibitor
- Ipatasertib
- Capivasertib

Oral taxane

AR inhibitor
- Bicalutamide
- Enzalutamide

Antibody-drug

conjugates

- Sacituzumab
govitecan (Trop-2)*

- Ladiratuzumab
vedotin (LIV-1)

Trilaciclib
PARP inhibitor

* 7 - Olaparib®
VIVAVEY VN - Talazoparib®
DNA replication - Veliparib

and repair
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Vidula N et al. J Nat/ Compr Canc Netw 2020;[Online ahead of print]. 18 FRACHES



N Engl J Med 2022;386(6):556-67.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Event-free Survival with Pembrolizumab
in Early Triple-Negative Breast Cancer

P. Schmid, J. Cortes, R. Dent, L. Pusztai, H. McArthur, S. Kiimmel, ). Bergh,
C. Denkert, Y.H. Park, R. Hui, N. Harbeck, M. Takahashi, M. Untch,

P.A. Fasching, F. Cardoso, J. Andersen, D. Patt, M. Danso, M. Ferreira,
M.-A. Mouret-Reynier, S.-A. Im, J.-H. Ahn, M. Gion, S. Baron-Hay, J.-F. Boileau,
Y. Ding, K. Tryfonidis, G. Aktan, V. Karantza, and J. O'Shaughnessy,
for the KEYNOTE-522 Investigators*
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KEYNOTE-522: Event-Free Survival According to Treatment Group
(ITT Population)

Pembrolizumab-chemotherapy
I S — 1 |

704 Placebo—chemotherapy

Percent of Patients Free from Event
w
(=]
|

10-] Hazard ratio for event or death, 0.63 (95% Cl, 0.48-0.82)

P<0.001
0 L 1 L 1 L 1 L L L 1 L 1 L 1 L 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Month
No. at Risk
Pem brolizumab—chemotherapy 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
Placebo—chemothefapy 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 0
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Schmid P et al. N Engl J Med 2022;386(6):556-67. s



KEYNOTE-522: Overall Survival According to Treatment Group

(ITT Population)

100
Pembrolizumab-chemotherapy
S0 L
£ 804 Placebo—chemotherapy
<
S 704
=
2 o
=
a 504
]
=
& 401
s
§ 30+
& 204
10— )
Hazard ratio for death, 0.72 (95% ClI, 0.51-1.02)
0 T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 151
Month
No. at Risk
Pembrolizumab-chemotherapy 784 782 777 770 759 752 742 729 720 712 701 586 461 323 178 30 O 0
Placebo—chemotherapy 390 390 389 386 385 380 366 360 354 350 343 286 223 157 8 17 O 0

Schmid P et al. N Engl J Med 2022;386(6):556-67.
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OlympiA: Second Overall Survival Interim Analysis

98.0

100 =
969 92.8
. 80 - ’ 89.1 86.4 -
S Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
%’ 50 3.8% (95% CI: 0.9%, 6.6%) 3.4% (95% CI: -0.1%, 6.8%)
= -
=
2 40 = Olaparib (75 deaths, 70 due to breast cancer)
@©
o Placebo (109 deaths, 103 due to breast cancer)
O
20 Stratified hazard ratio 0.68 (98.5% CI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015
0 -
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218

98.5% confidence intervals are shown for the hazard ratio because P < 0.015 is required for statistical significance
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OlympiA: Comparison of Efficacy Results at Data Cutoffs 1 and 2

Prior IA IDFS analysis
Median follow-up 2.5 years

IDFS hazard ratios (Cl) 0.58 (99.5% CI: 0.41, 0.82) 0.63 (95% CI: 0.50, 0.78)

P value needed for significance 0.005 N/A

P value observed at analysis < 0.0001 N/A

Difference in IDFS rate (Cl) 3Yr. 88% (95% Cl: 4.5, 13.0) 3 Yr. 8.8% (95% CI: 5.0, 12.6)

4 Yr. 7.3% (95% CI: 3.0, 11.5)

DDFS hazard ratios (Cl) 0.57 (99.5% CI: 0.39, 0.83) 0.61 (95% CI: 0.48, 0.77)

P value needed for significance 0.005 N/A

P value observed at analysis < 0.0001 N/A

Difference in DDFS rate (Cl) 3Yr.7.1% (95% CI: 3.0, 11.1) 3 Yr. 7.0% (95% CI: 3.5, 10.6)
4 Yr. 7.4% (95% CI: 3.6, 11.3)

OS hazard ratios (ClI) 0.68 (99% CI: 0.44, 1.05) 0.68 (98.5% ClI: 0.47, 0.97)

P value needed for significance 0.010 0.015

P value observed at analysis 0.024 0.009

Difference in OS rate (Cl) 3Yr.3.7% (95% CI: 0.3, 7.1) 3Yr.3.8% (95% CI: 0.9,6.6 )

4 Yr. 3.4% (95% CI: -0.1, 6.8)

IA = interim analysis; IDFS = invasive disease-free survival; DDFS = distant disease-free survival; OS = overall survival
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Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022. S




Sacituzumab Govitecan (SG) versus Treatment of
Physician’s Choice (TPC) in Patients (pts) with
Previously Treated, Metastatic Triple-Negative Breast
Cancer (mTNBC): Final Results from the Phase 3
ASCENT Study

Bardia A et al.
ASCO 2022;Abstract 1071.




ASCENT: Progression-Free Survival (BMNeg Population)

100 SG TPC
(n=235) (n=233)
= 80 No of events 167 150
> Median PFS!, mo (85% Cl)  56(43-63) 17(1526)
z HR (95% CI). P value 0.39 (0.31-0.49). P<0.0001
2 8
a
@
o
& 40
| =
S
8
£ 20
e
o
0

No. of Patients Still at Risk

Time (months) 0 1 2 3 4 5 6 T & 9 10 11 2 13 W 1§ 16 17 18 19 0 21 22 2 M
sG 2356 222 166 134 127 104 81 63 S84 3T N 24 22 17 16 N M W 8 & S5 3 1 1 0
TPC 233 978 M7 3 M 1w 11 8 €6 5 2 1 1 1 t 0 ¢ o0 0o o o0 0o o 0o 0o

BMNeg = brain metastases-negative; SG = sacituzumab govitecan; TPC = treatment of physician's choice; PFS = progression-free survival
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Thank you for joining us!

CME, MOC and NCPD credit information will be
emailed to each participant within 5 business days.




